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Period for' Rep^ ^ " * * com ~ a *>" a PP°™ on the cover sheet wit h the correspondence a Less - 

• Failure to reply within the Vet or extended^ S ' X < 6 > M0 "™$ «™ the mailing date of this communication. 
- Any reply received bv the Office latpr than th™«f ™«E J! *P r 9 ™ a PP |lcation to become ABANDONED (35 U.S C 6 1 33) 

earned patent term adjust See 3 7cfr TS5b> 9 ° f ** mmwta »** «™ » «™ly filed . may reduce any 

Status 

1)B Responsive to communication(s) filed on January 30/2003 M a^ M,^. ^ 
2a)Q This action is FINAL. 2b)EI This action is non-final. 

4) El Claim(s) 76-4/ is/are pending in the application. 
4a) Of the above claim(s) 18,28,37 and 39-41 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) 8 Claim(s) 16.17. 19-27. ?9-3ft an w ™ ie/o m r „ jrrtrf) 

7) D Claim(s) is/are objected to. 

8) D Claimfs) are subject to restriction and/or election requirement 

Application Papers 

9) D The specification is objected to by the Examiner. 
10)D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawingfs) be held in abeyance. See 37 CFR 1 85(a) 

1 )□ The proposed drawing correction filed on is: »)□ approved b)D disapproved by the Examiner 

If approved, corrected drawings are required in reply to this Office action. . 

1 2) Q The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

13) E Acknowledgment is made of a claim for foreign priority under 35 U.S C § 11 9(a)-(d) or (f) 
a)D All b)D Some* c)Q None of: 

1 -El Certified copies of the priority documents have been received. 
2.0 Certified copies of the priority documents have been received in Application No. 

3 ' D ^nnn^ 6 V^t T eS ° f ,he priority doc ^ents have been received in this National Stace 

• « «. « a PP |lcatlon from the International Bureau (PCT Rule 1 7 2(a)) 9 
See the attached detailed Office action for a list of the certified copies not received 

14)D Acknowledgment is made of a ciaim for domestic priority under 35 U.S.C. § 1 1 9(e) (to a provisional application) 

1 sir-iA u Tl ? i ranslation of ,he forei 9 n lan 9uage provisional application has been received 
i&jU Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121 
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2) □ Notice of Drateperson's Patent Drawing Review (PTO-948) S H T^fTTi P " P " ^ 
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DETAILED ACTION 

1. Applicants' response filed January 30, 2003 as Paper Number 12 to election 
requirement in Office Action mailed September 27, 2002 as paper number 9 is 
acknowledged and entered. 

2. Claims 16-41 are pending. 

Restriction/ Election 

3. Applicants' election without traverse of Group I, Claims 16-38 filed January 30, 2003 
as Paper Number 12 to election requirement in Office Action mailed September 27, 2002 as 
paper number 9 is acknowledged and entered. Applicants' election, filed January 30, 2003 
as Paper Number 12 of fermentation as species for prosecution of this application in 
response to Office Action dated September 27, 2002 as paper number 9 is also 
acknowledged. Since the election is made without traverse, the restriction requirement is 
deemed proper and is made FINAL. 

Accordingly, Claims 18, 28, 37 and 39-41 are withdrawn from further consideration 
as being directed to a non-elected invention. See 37 CFR 1.142(b) and MPEP § 821.03. 

4. Claims 16-17, 19-27, 29-36 and 38 are examined on merits. 

Information Disclosure Statement 

5. Applicants' Information Disclosure (i.e., IDS) filed May 14, 2001 as paper number 3 
has been made of record and is considered. 

Priority 

6. Applicants' claim for foreign priority under 35 U.S.C. 119 (a-d) is acknowledged. 

Claim Rejections - 35 U.S.C. §112 

7. The following is a quotation of the first paragraph of 35 U.S.C. § 112: 

The specification shaft contain a written description of the invention, and of the manner and 
process of making and using it, in such futt, dear, concise, and exact terms as to enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and use the same and shall set forth the best mode contemplated by the inventor of carrying 
out his invention. 



8. 



Claims 20, 30 and 38 are rejected under 35 U.S.C. § 112, first paragraph, as 
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containing subject matter which was not described in the specification in such a way as to 
enable one skilled in the art to which it pertains, or with which it is most nearly connected 
to make and/or use the invention. The claims are directed to actinomycetes: Actinosinnema 
SRL 5189, Nocardia SRL 4988 and Streptomyces SRL 5186 that produce by fermentation 
the substance that binds to the peripheral benzodiazepine receptor. 

9. Actinomycetes: Actinosinnema SRL 5189, Nocardia SRL 4988 and Srrepfomyces SRL 
5186 are essential to the invention recited in those claims. Those actinomycetes must 
therefore be obtainable by a repeatable method set forth in the specification or otherwise be 
readily available to the public. If the microorganism (s) is not so obtainable or available, a 
deposit of the microorganism (s) in a recognized depository may satisfy the requirements of 
35 U.S.C. §112. 

Applicants have made a deposit because they have provided an accession number. 
However, in order to certify that the deposit meets the criteria set forth in 37 C.F.R. §§ 
1.801-1.809, applicants may provide assurance of compliance by an affidavit or declaration, 
or by a statement by an attorney of record over his or her signature and registration 
number, showing that: 

(a) during the pendency of this application, access to the invention will be afforded 
to the Commissioner upon request; 

(b) all restrictions upon availability to the public will be irrevocably removed upon 
granting of the patent; 

(c) the deposit will be maintained in a public depository for a period of 30 years or 5 
years after the last request or for the effective life of the patent, whichever is longer; and 

(d) the deposit will be replaced if it should ever become inviable. 

Applicant is directed to 37 CFR § 1.807 which states: 

(b) A viability statement for each deposit of a biological material defined in 
paragraph (a) of this section not made under the Budapest Treaty on the International 
Recognition of the Deposit of Microorganisms for the Purposes of Patent Procedure must be 
filed in the application and must contain: 

(1) The name and address of the depository; 

(2) The name and address of the depositor; 

(3) The date of deposit; 
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(4) The identity of the deposit and the accession number given by the 
depository; 

(5) The date of the viability test; 

(6) The procedures used to obtain a sample if the test is not done by the 
depository; and 

(7) A statement that the deposit is capable of reproduction. 
Applicant is also directed to 37 CFR § 1.809(d) which states: 

(d) For each deposit made pursuant to these regulations, the specification shall 
contain: 

(1) The accession number for the deposit; 

(2) The date of the deposit. 

Claim Rejections - 35 U.S.C. §103 

10. The following is a quotation of 35 U.S.C. §103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

( /Lu ? aten * ma y not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented 
and the prior art are such that the subject matter as a whole would have been obvious at the time the 
M^^JS^Sh PerS °?' na ^ ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

11. This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. § 103(a), the examiner presumes that the subject matter of the 
various claims was commonly owned at the time any inventions covered therein were made 
absent any evidence to the contrary. Applicant is advised of the obligation under 37 

CFR 1.56 to point out the inventor and invention dates of each claim that was not commonly 
owned at the time a later invention was made in order for the examiner to consider the 
applicability of 35 U.S.C. § 103(c) and potential 35 U.S.C. § 102(f) or (g) prior art under 
35 U.S.C. § 103(a). 

12. Claims 16-17, 19-27, 29-36 and 38 are rejected under 35 U.S.C. § 103 (a) as 
obvious over Friedman et al. (U.S. Patent 6,004,556) and Glick et af. (U. S. Patent 
Application Publication 2001/0016583) in view of Komatsu (U. S. Patent 4,011, 140) and 
Higashide et al. (JP 54073195, English Abstract). 

Claims recite a topical composition comprising as active principle, a substance that 
binds to the peripheral benzodiazepine receptors, wherein said substance is a peripheral 
benzodiazepine receptor agonist and said agonist is a synthetic molecule, or is extracted 
substance or a substance obtained by fermentation. Said fermentation is fermentation of 
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Nocardia or Streptomyces. Said composition additionally comprises a retinoid. Claims 
further recite topical administration of said topical composition to treat cutaneous stress. 

Friedman et al. disclose (Column 3, Lines 15-27) topical application of a composition 
comprising benzodiazepine and a retinoid to treat a skin condition having dermatological 
diseases/ conditions (e.g., psoriasis, atopic dermatitis). A dermatological condition 
inherently exerts a stress on skin (i.e., cutaneous stress). Therefore, Friedman et al. teach a 
composition and a method to treat cutaneous stress. Friedman et al, however, do not 
disclose that benzodiazepine is a peripheral benzodiazepine receptor agonist. Glick et al. 
teaches that benzodiazepines have an affinity to peripheral benzodiazepine receptors 
(Paragraph 0015, Lines 1-7). Thus, Glick et al. remedies the deficiency in teachings from 
Friedman et al that benzodiazepine is a peripheral benzodiazepine receptor agonist. Please 
note that skin wrinkles are also a dermatological condition and therefore the prior art 
reference intrinsically teach to treat wrinkles or other skin stresses through administering 
Friedman et al's composition. 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made that benzodiazepine is a peripheral benzodiazepine receptor agonist 
and the artisan would have topically administered a composition comprising benzodiazepin 
and retinoid to treat cutaneous stress in an individual based on the teachings of Friedman et 
al. and Glick et al., because Glick et al. teaches that benzodiazepin is a peripheral 
benzodiazepine receptor agonist and Friedman et al teach a topical composition, and a 
method to treat cutaneous stress by topically administering a composition comprising 
benzodiazepine and retinoid. 

None of the previously cited prior art references, however, disclose that the 
benzodiazepine is produced by fermentation of Nocardia or Streptomycin. 

Higashide et al. (JP 54073195, English Abstract) teach that tobramycine having a 
benzodiazepin structure is produced by culturing Nocardia (Abstract, Lines 4-6), Said 
abstract, however, does not teach that benzodiazepin is also produced by fermenting 
Streptomyces^ 

Komatsu teaches that Streptomyces fermentatively produces benzodiazepines 
(Abstract, Lines 1-9). 
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It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to modify Friedman et al's composition according to the teachings from 
Higashide et al's English Abstract and Komatsu because each one of the latter prior art 
references beneficially teach that benzodiazepine is obtained from fermenting each of 
Streptomyces and Nocardia respectively. Thus, the English Abstract of Higashide et al. 
(Abstract Lines 4-6) and Komatsu (Abstract, Lines 1-9) remedy the deficiency in teachings 
of Friedman et al. of fermentatively produced benzodiazepine through fermentation of each 
one of Streptomyces and Nocardia. 

One having ordinary skill in the art would have been motivated to modify the 
teachings from Friedman et al., in view of teachings from Glick et al., Komatsu and English 
Abstract of Higashide et al., because while Friedman et al. teach a topical composition 
comprising benzodiazepine and retinoid and a method to administer said composition to 
treat cutaneous stress, Glick et al. teach that benzodiazepine is a peripheral benzodiazepine 
receptor agonist. Glick et al. further teach administration of a topical composition 
comprising benzodiazepine to ameliorate dysfunctional cell death and Komatsu and English 
Abstract from Higashide et al. teach fermentative production of benzodiazepine through 
fermentation of Streptomyces and Nocardia respectively. Thus, Glick et al. remedy 
deficiency in teachings from Friedman et al. about benzodiazepine being a peripheral 
benzodiazepine receptor agonist and Komatsu and English abstract from Higashide et al. 
remedy the deficiency about fermentative preparation of benzodiazepine from Streptomyces 
and Nocardia. 

None of the above discussed prior art references teach the exact same 
concentrations of benzodiazepine (i.e., peripheral benzodiazepine receptor agonist). 
However, the adjustment of particular conventional working conditions (e.g., the quantities 
of each one of components in a composition and proportions of different components) is 
deemed merely a matter of judicious selection and routine optimization, which is well within 
the purview of the skilled artisan. 

From the teachings of the references cited supra, it is apparent that one of ordinary 
skill in the art would have had a reasonable expectation of success in producing the claimed 
invention. Therefore, the invention as a whole was prima facie obvious to one of ordinary 
skill in the art at the time the invention was made, as evidenced by the references, 
especially in the absence of evidence to the contrary. 
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Conclusion 



13. No Claims are allowed. 



14. Any inquiry concerning this communication or earlier communications from the 
^nS'inc^o? ^ directed t0 Exam *ner Kailash C. Srivastava whose telephone number is 
a } 505 ~ 1196 - The examiner can normally be reached on Monday-Thursday from 7-30 
A.M. to 6:00 P. M. (Eastern Standard Time or Eastern Daylight Saving Time). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Wityshyn, can be reached on (703) 308-4743 Monday through 

I a^S ^ ^ organi2ation where this application or proceeding 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is (703) 308- 



C. Srivastava, Ph.D. 
Examiner 
Art Unit 1651 
(703) 605-1196 

April 18, 2003 
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